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Recocmendations:

1. Tme toxicology studies are acceptable as Core Minimum Data and support
the registration. "o additional studies are required for registration.

*Ng 2PAR criteria wef2 exceeded.
Bgview:
1. %emo of 10/31/78 from . Dykstra to William Miller.

2. The skin sensitization potential of Naled Technical in Guinea Pigs
rSocal 1293/35:28, lov. 15, 1978) Accession No. 236683 (EPA Req.#239-1633)

Test !laterial: Hale~ Technical code SX820,positive control: DHCB

Two studies were per~ormed with guinea pigs. Initia 1y 15 guinea pigs each
wefe treated with 0.3 ml of a 3.0% solution of iHaled Technical in acetone

and 10 guinea pigs cach were treated with 0.5 ml of 0.03% solution of DNCB in _

acetone. The animals were treated 10 times over a 22 day period. The
material was applied as a patch for 6 hours to the right side of the animal

‘which had been previzusly clipped and lightly abraded with fine sandpaper.

Skin irritation was Zcored after the first, sixth, and ninth applications
using a modification 5f the scoring system of Draize. Fourteen days after
the last applicatior. the animals were challenged 2y applying 0.5 mi of the
resoactive test matzrial %o the left side of each animal and wrapping the
treated area as preciousty described,

After 24 hours fhe {ipitaticn reaction was scored. In the 2nd study, using
the method dencribnc above, the study was repeated using 25 guinea pigs
treated with flaled -mehpical and 20 quinea pigs treated with DHCB. During
the second study the irritation was scoved 24 hours after the first and
jus= prior to the f~grth. seventh and tenth applications. The animals were
recmallengad on the same site six days after the first challenge. The

initial and challen:2 test were compared statistically.
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Results: }f"
s

1st Study: Five of the 14 surviving animals treated with Naled Technical
nad challenge reactions which were more intanse than their initial "
reaction. This differznce in response was not statistically significant
for the aroup; however, it did represent a weak positive response for a
few animals. Seven of the 10 animals treated with DICB had challenge
reacticns larger than their initial reactinr. This difference in response
was stczistically significant for the group and was considered a positive

reponse. ;T_b
2nd Study: Only three of the 23 surviving animals treated with Maled =

; Technical has responses from the first challenge which were noticeably
a larger than their initial treatment. This difierence in response for the
' group was not statistically significant, however it represents an extremely

weak pasitive response Ty three animals. Eleven of these animals had
larger responses than their initial response from the second challenge.
This di<ference In response is significantly different from the initial
respons2, but it is not xnown if this latter increase represents a positive
sensitization response or an increase in irritation. Due to the second
apptication, 12 of the 18 surviving animals treated with DNCB responded to
both the first and 2nd challenges. The response for DNCB in both chall-
enges was statistically significantly larger than the initial response and
was considered positive. :

i
Conclusion: Nalied Technical produced a very weak positive response in the
sensitization studies.

S
Classification: Core-ilinimum Data . EE:

" e 3. The Svaluaticm of Ditrom as a potential “teurotoxic Agent foilowing Oral
Administraticn to Hemns Protected by Atropine Sulfate (FDRL io. 5981,
Nov. 14, 1978} Accession#236682 (EPA Reg.#239-1633)

Test Matarial: DJibrom Technical; SX820:positive control : TOCP 3

The test materiai was a”ministered to five Sirds per ‘Tevel orally (1 ml/jkq)
at 0.2 “og intervals bezween 25 and 159 mg/+g. Prophylaxis with atropine
suifate orovided minimas protection to the Lirds. L0cg was calculated to be
110 mg/ka. N

A second lot of Zwenty adult hens received <he LUgg (117 mg/kg) in corn 0il and
were atropinized. Twelwe positive control hirds receaived TOCP (370 ppm) in
corn 0iT. Twelve birds were administered coren oil (vehicle control).

- Observation for 22 days. Gross and histological examination.

AT
Al

Results: The TOZP birds displayed delayed nesurotoxic signs (ataxia) and

snowed gositive Zemyeliration at histologic 2xamination. chnical Ditrom
treated sirds shcwed sitns of acute toxicity but no<5?mp.cms 9f delayed
neyrotoxicity. ‘o significant differences were seenx:giweeﬂ/aehic]e centrol

and Dibrom treated birds in general observations, body weight, food consumption,
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‘neuro‘.’ogic evaluation srores, gross and histological examination of spinal p—
cords. t
Conclusion: Dibrom is not a delayed neurotoxic agent. e
Classification: Core-Minirum Data
TOX/HED:th:RD Initia]/l~!t~!oodrow:]-16—79 _
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